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"" i^fttilkfc^is fim.. ■ 2b)D This action is non-final 

•^)0;;Sln|^^:a^|Micatipn is in condition forallowance except for formal matters, prosecution >s t6 the merits is 
. f ^Qlpsacf iftaccordance with the practice under Ex parte Quay/e, 1935 p.p.; 11,453 0.G. 213. 
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DETAILED ACTION- 



i. ' . : *1 



Election/Restrictions . Vi-V J... 
: • : RSstfictic^: ito one ;of the following inventions is required under 35 U.S.c£i21! •' : ' *' ; : ^ " " 

r I Claires 1r4, 8 and 17, drawn to a polypeptide having at ljB^']Bp%«B^^c8'ldjMritii^ to one 



of SEQ ID NOS: 2-16, and a method of generating antibodies toi'dsas!, comprising !,■•'''. "■ ' 
ifnmi3nizalion with the polypeptide, classified In class 530, subclass 3Q0 or 35 D. -V, ' : 

Cfeiflis 5-7j drawn to a recombinant DNA molecule encoding, one of $e polypeptides of 
•• 1;.'r.isEQ;iO-N-6s: 2-16, and a vector and a host celi&mpnslng^elito clas^fiedlnS>;M'SIS 

■ / , : • • . • ■ .'c « - "X . ?• ■ •■ •!^ lf • . v 'r'"."- ' ■ 



.... ■* 

> v I'll j^ihicfess 514, subclass 12. 



one of S6Q IQj NOS: 2*16, classified; 



■J*- 



iy: . r- / Claim s, drawn to a method. of generating antit&dies t:o c) Gas6 f comprising jmnr^hizatiph witit 

ID N& 2-16,' 



of:, a vector comprising a DNA sequence encoding one polypeptide^ 



J;; Qfel(rt-1p;idnE 

I ^ -S : $ejqjuence of one of SEQ ID NOS; 2-16, classified in class 436 r subclass 7[jL 



eikim? 11-i6, drawn to an antibody to one polypeptide of SEQ ID N015: 2-1€ 




binding fragment thereof, classified in class 530, subclass 387.1 
; <?l^f : fS;ahd 19, drawn to a method of detecting a Gas6 polypiptid^ in a sarrjple, 
:^hi^Hsin^ >the use ^of an antibody to one polypeptide of SEQ j D^O^j 2-1 : ci assifi^d in 
'^a^si^3$ f ^ubda07..1. ' K-\ 



§ a polypeptide havinig. • 



pr an antigen- [ 
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f W CMflf 20,; drawn to a method of preventing or treating cardidvascularjor other^isease 

1 2^16, c essifiedjn 



■' ! it'. 



"3 



<.. ■' 
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; $ W ,;tffis£424;. subclass 1 30. 1 .• 

J j$ % ^ai^ 20, drawn to a method of preventing or treating cardiovas^ular^r other|isease,i 
Yl % W^*( n ? use of an polypeptide of one of SEQ ID NOS: 2-1 6, classified in class 514, 
ft subclass 12. . ■ • 1 ' . If • 

/ : Cfaltyzix, 25, 26 and 32, drawn to a Gas6 antibody comprising^ Je^st one variable region 
f T H * Wpriising at least one heavy chain of SEQ ID NO: 26 and at least orje light c&ainjof SEQ 
|| ; k 28/dassifjed in class 530, subclass 387.1. • j J 

£ %; : 0 Clkinis 22, 25, 26 and 32, drawn to a Gas6 antibody comprising :at lesjst two h^avy chain 

f ()r Comprising 
amino add, sequence of one V two b 'SEQ: iD 
I^l6Sv<32r34^ classified in dass 530, siibdass 387.1; i 
Qfeirri "2£, "dravvn to a GasB antibody comprising at least one heavy chiain CDR having the 



amino acid sequence of one of SEQ ID NOS: 29-31, or comprising at jeast one light chain 
CDR having the amino acid sequence of one of SEQ tD NOS: 32-34; claim 24, drawn to a 
GasjB antibody that binds to the same polypeptide as an antibody comprising one heavy 
cl^ii^CDR or one light chain CDR having the amino acid sequence of one of |EQ ID NOS: 
29-34; and claims 25, 26 and 32, classified in class 530, subclass 387.1. j 



^It^i Cairns 27-31, drawn to an isolated nucleic acid molecul? enpoding one of: 



■<;■ . comprising at least one heavy chain of SEQ ID NO: 26 and at least orie light chain of SEQ 
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at least ^wo heavy chain CDRs 
" 6iv^g: the amino acid sequence of one or two of SEQ ID NOS: £^3i| or comprising ii'leasl 
If • :lj two lijght : chain CDRs having the amino acid sequence of one ortwo of SEQ It) NOS; 32^34;- 
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as an 



4,1^ III- 



;4 .'. living the amino acid sequence of one of SEQ ID NOS: 29-31, or comprising at least one 

; I :'. light Chain CDR having the amino acid sequence of one of SEQ ID N(j>S: 32-3j4, or the 

polypeptide sequence for a Gas8 antibody that binds to the same polypeptide 

: J i |: : . antibody comprising one heavy chain CDR or one light chain CDR haying the amino acid; 

'-■I V } {? se^iir^qeiof oneof SEQ ID NOS: 29-34, classified in class 536, subclass 23.fi; 

; JY? ;": Upon^l^otion of one of Groups l-IX f Applicants must choose ONE polypeptide SEQ lb Na 
j^i^l^ 2-16, as each SEQ ID NO. is a distinct invention requiring Separate 

. T^se ara NOT species. The polypeptides of SEQ ID NOS: 2-16 kre strudiurally distinct 

[ ^olepu!0? sind fuhctioii to produce at least 15 structurally distinct antibodies.^Therefbb, the 
^oiy|>^ptid^ NOS: 2-16 are patentably distinct fs - j 

Upori;:election of Group XI, if Applicants choose heavy chain CDRs, Applicants must choose -. 
■ Ifta «|^iie;^o^ ;SEQ- ID NOS. from which the heavy chain CDRs are derived- ONE if .tfjije CDRs are 
^V^cl ffbr^^e same polypeptide and TWO if the CDRs are derived from different polypeptides. 

rly, Applicants choose light chain CDRs, Applicants must chposk the Jbne or two SEQ iD 
^^^ frbrh Which the light chain CDRs are derived- ONE if the CDRs are d^riyed fronilthe same 
polypeptide and TWO if the CDRs are derived from different polypeptides. Ttiis is not a species 
|l0fe||&n; as e^ch polypeptide sequence Is patentably distinct. 

"I j| Upo^ election of Group XII, if Applicants choose a heavy chain CDR, Applicants miist 
chf?4$e OiSI^S^Q JD NO. ifrbm which the heavy chain CDR is derived. Siitiil^riy, if Applicants 
i^|c§e a;lig|t chain CDR, Applicants must choose ONE SEQ ID NO. frdm v^ich the fght chain 
(^DS is derived; This is not a species election, as each polypeptide sequence is patefttably distinct 
.J U^oh ^lection of Group XIH, Applicants must choose ONE of a) cir b) : <f r c). If lj>) Is chosen, 
^pp^darjtS mustchbose either heavy chain or light chain CDRs, If heavy chajn CDRs are chosen, I 
4ppjiCNant^ rriust choose the one or two SEQ ID NOS. from which the heavy dhain CDRs are 
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|#^|># : ^;CDRs: are derived from the same polypeptide and "TWof the Cd|s are derived 
polypeptides. Similarly, if light chain CDRs are chosen, Applicants mus) choose the 
Jf^r^fcPqto'Nps. from which the light chain CDRs are derived* Ofd^f the c|rs are v 
i l^!? d 5 ® me P°jyw*to and TWO if the CDRs are derived frbm different polypeptides; 
•^'fhis-^rtota^peoies election, as each polypeptide sequence is patentabiy diltihct iffej is chosen, 
:/ ^^P^^P 1 ^ choose either a heavy chain or a light chain CDR. If a.Jieay$ chain GpR is chosen; 
| iR^Mhts^us^ choose ONE SEQ ID NO. from which the heavy chain ;CDR|is derived: Similarly, if; 
[ l 'li^tt^^^^P ' s chosen, Applicants must choose ONE SEQ ID NO., fromjwhich tf e light chain ■ 
ll?!s I 8 . ^ ri N d: {fi** is not a 5 P ecies election, as each polypeptide sequent is patentabiy distinct 
.V J !; j; i Appijeahts should note that searching each polypeptide or polynucleotide sequence 
f: i serfoui search burden. Currently, there are approximately eight different c atabases that 

£§5^paWie results of a search for one discrete amino acid sequence or rfudeotidjj sequence, y 
Nri^£^]re^|t-set from a particular database must be carefully considered; Hence, :he search for . 
)^ ^-Sl^^ ipolypeptides or polynucleotides, and different polypeptide and polynucleotide 




^grtjenjta^ in databases, in addition to searching the orgahic moiecuie databases, [ivould require 
| ^(^^iv^s^iro|iihg and review, ,.-.).■'{ ■ [ 'I 

The . inventions are distinct, each from the other because of the following reasc ns. 

II by v rtueofthe 




*X:?v HI-:- 

mm.- 

:.| :-'.tff • 



such as 



f S^jitiat;^ the protein. The DNA molecule has utility for the;rebpmbiiiant 

^d|ietiCNp bf^hfe protein ir> a host cell. Although the DNA and the protein ar^related, as the QNA 
5^^es thQj$pecificaIfy claimed protein, they are distinct inyehtipns because Jthe protein product 
^(j^ distinct processes, such as purification fpm the Jiatural 

Jsoyi^; jFur^jef, tpNA c?ih be used for processes other than the production o^j protein , 
|J;ri^^4ii5 a^dlHybindization assays. Therefore^ these inventions, are patentabiy pstinct 
i : X • | The p6Iyp?ptide Group I is related to the antibodies of Groups VI: and jjwfll by Virtue of 
|l§jfe|ttfie win^te; Antigen necessary for the production of antibody. Although the protein and 
^ilp^;^^^ due to the necessary steric complementarity of the two, t|ey ar$ (fistinct 
^^i^bii^b^use^ be used in other, materially diff6nent processes fro ti the 
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ptQ^ictim such as in a pharmaceutical composition in its own right, or to lissay or purify 



a .fl^ratligand of the protein. Further, a protein and its cognate ah 



amino acid compositions, thardfpre, thefee inventions 




Je structurally and 



mm- 

mm 

':■ I (» 8u. ■ 
•> | '!j|.'^'j;f ••• 



1 p' T^iftventioins pf Groups I and XIII are related, as the DNA molecule:^ Grouixill encodes 

I: But the polypeptide is riot need sd for 



• i prqbiictidh.bf- the fiintibody, and these products are wholly different compounds havih^differervt 

•■■ : . .-.'...}.' :-j • •; t: • ■ •: 

I qiarppdsitfohs arid functions. Therefore, these inventions are distinct. 

r;' the inventions: of Groups I and III are related as the method of Group)!!! composes 

;Vi&mjijft of Group I. But, the polypeptides of Group l|nay be [ised in a 

:^ j^|^fei^di^M^''proo^s 1 " e.g. ( as pharmaceutical compositions that may be administered. Thus, 

|y|^i^t^^ 

trie iiiyehtibns of Groups I and iV are related as the method c-f Group} IV comiiises 



} ifoin^izafoj^ a vector that comprises a DNA sequence that: encodes a 



■j |^y, the; polypeptide is not required for the practice of the immunization method, nir are the 



: . '.i '■ 



•'Ill 

•'3 ;S-;.fn : . S 

j-T'^i!.!!.- 



as capable of use together. 



thus, 



fhs^nding the relationship, the two inventions are patentably distinct. : j 
. £ . % the inventions of (Groups I and V are related, as the polypeptides Gijoup I may be used in 
t|e::S^ertingj : me^od' of Group V. But the polypeptide of Group I may be u$ejd in a m^teriaJiy 
diffe^nt proc^ss of using that product such as for the production of antibodies or as t 
p)^j|^c^Liti<?aj composition: Therefore, these inventions are patentably distinct. 

3:;' th'e ^plypeptide of Group I is related to the detection method of Group VII, as | binds to the 
; f^ttk^'^^DUp;Vil. But the polypeptide of Group I may be used in a materially different process j 
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^|^tfiai product, such as for the production or purification of antibodies|r as a pharmaceutical 
cotfjipsittori: Therefore, these inventions are patentably distinct L 

f T^^'Rvenitions of Groups I and VIII are related, as the polypeptide of £3 roup I jinds te.the--. ' 
; .f?^y in Jhe medical treatment method of Group VIII. But the polypeptide of |iroup I may 
I ^\M?«|'in ajryiaterjaliy different process of using that product, such as'fpr thaprbducjon or 
| ^ftca^ort of antibodies or as a pharmaceutical composition itself. Therefori these hventioris are; 

ga|eptably ^distinct. -i ' . :• J '' 

:• • J i'\ TT^e; ihventions of Groups I and IX are related, as the polypeptide of Group I m|y be used in 
5.^i^^c^l;^|rnent method of Group IX. But the polypeptide of Group I m^y; be us |d in a : U;l& 
5* iaj^f^flMI)^ cl|^TC^r^_f9rc>isa«tf of using that product, such as for the production dV purifies jflon of « 
^Htibjcidief. /Therefore, these inventions are patentably distinct. } 

<)& t^'^NA niblecules of Group II are related tb.Qroup III, as these i DN/^ molecules encode a 
|^^|pti|e_^iai'is used in the method of Group III. BUt, these DNA molecules are not required jfbr 
iV^^dnlg/traR methods, arid these groups are not disclosed as capable of uafe tbgeth|r. thus, 
|.t|^.e||nv^ti&ns;are patentably distinct. ••; . "| .• , 



II Mm , 

ill: 



the ^NA molecules of Group II are related to Groups IV, V, VII arid vjjil, methi ids of making 
a.nd tfsin^g antibodies to the polypeptides of Group I, as the antibodies in thes| method's bind to " 
•rppiypiptid^s :^ the DNA molecules of Group II. The DNA mbteculejs of Gro ip ll.are " '. 

related te Group IX, a method of using the polypeptides of Group I, as the polypeptides in this 

I. But, these DNA molecules are not 

. . .. >>.,.'•.• 



required for practicing these methods, and the DNA molecules and these methods are not 



|d|s(^ed^s'^ap;able of use togethe^ Thus, notwithstanding the relatioriship^jthese inventions are 

|p|i||abj|dfeinct.: 
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e antibody molecule^ Grou|VI/;as.t^ 
But, the DMA m^lecii^s arei nit ne^ssatyj^ 
i $?0^¥$ antibody, and the two Groups are wholly different cpmp'<|und5 "hg|ing^ifferent| % 
gdbtojj^ Therefore, these inventions ar^ distinct* ; • ' ■ ; ■ • '^^^5^ 




i|e DNA rriolecules of Group II are related toGroiips X-XII, as ttteprbtejn thatiis encoded 



of the antibody. - However," the $NA itsefis hot 
tec^Wry ^antibody production and both are wholly different compounds hiving dl|erent 
c^mjibsitions and functions. Therefore, these inventions are distinct. ;'l i; 



The p,NA molecules of Group II aire related to Group XII j, 



."as th^NAp Grouj: Jli encod^||:ii||| 




. if* 



it III J 



XII. However, the . 

: l^A!mpyc^fes bf Group H are not necessary for antibody production, and botii are wiolly different ' 
impounds ftj^ipg different compositions and functions." Therefore, Wese indentions |re distinct 
|;|-.j,;-'3V^Sb rhethods ofGroups III, IV, V, VII, VIII and%are^hrelateU •i!rtej|o i d'of ^»jier^jg.'''-}fi 
;a|itib|diei ^ImimMnization with a polypeptide, a me^ of gene^ 

p^|n ^jiession vector, a method of screening antibodies, a method of detecting a polypeptide^a 
^ejfl|sd bfttr^itiiig: cardiovascular or any other disease with an antibody, and a methoij of treating 
^jpyaseiiiiar or any other disease with a polypeptide. These methods?are npt dUdJsed as 
capable i'pf usi^ together, and they have different modes of operation, differentlfunctio^s, or different 
e#ec|s; Therefore/these inventions are patentably distinct, 

* J ^j'^e ^bodies in each of Groups VI, X, XI and XII aire different products becailse each one 




;c|mp:|se^a|^rent polypeptide sequence. These polypeptide seqUenoes a|e structurally and t' ; • 
^inj^il!ydjstinc^ Thus, ieach of these inventions is pateritabiy ^istincff ; '-.''f • { ' " ? . v • y ": % 
'% -The Sntibeclies in each of Groups. VI, X, XI and XII and the DNA molecules of <^Dup:xili.are i \ V 
r|l4tld by virtue p^the fact that the DNA codes for the protein. The DNA molecule has utility for the *? 
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•t'4 A-4 -'ft- 



|r^^f^^htpfoductl^ of the protein in a host cell. Although the b^.tei<| 

:• ' f ^fe^* distinct inventions because the protein product can be made b/oth|- and materially 

: .<|s||ct •processes,, such immunization with the polypeptides to which the antibodies bfnd. Further, 

tan be ^isecfifor processes other than the production of protein, such as [nucleic acid 
Hy^i^^fssays. Therefore, these inventions are patentably distinct j ' £ ■ ' . 
I rd : ^ntl^bdies in each of Groups VI, X, XI and XII and the methods ojj Groups jv, V and IX 
^^*f^\3^ethod.of;.genefatlr« antibodies using DNA encoding 4i a*|rente J%TO^V &■ 
■^e^ptf^sor^enuig'antibpdies, and a method of treating cardiovascular or aiiy other ^isease with 



,'< _3 



If lh 5f W^P?^' " rhese metnod5 are not disclosed as capable of use together, kid theyjjhave • 

d§fei$lhf modes Of operation, different functions, and different effects. Therefore, thesis inventions 



* ».:v a 

! mk.. 
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are unrelated*. 

£a^ie|jiod 'jjrf^etectlng a polypeptide, and a method of treating cai^i6^sc^lar|>r any otiier disease 
|^:.^ an)ibociyi because antibodies other than those of Grolips ix, X and Xljare used. These; 
:^^l^^^^tfisciosed as capable of use together, and they have different modes fef operation, 
|diffefSntfuhe^hSi and different effects. Therefore, these inventions are pateritably distinct . ; 

; ( .Th^ethod of Group III and the antibodies of Groups VI are related as a process of making 
^p^^ilojlM^ Gas6 antibodies. The inventions are distinct if either Or )|oth of tljib following '■■ 
>c|^|^>hov^ri: (1) : that the j>rocess as claimed can be used to make other and materiajjjy different 
product or (2) that the product as claimed can be made by another and materially dif 
li^thelnstanticase, the antibodies may be made as monoclonal antibodies, i.e., by culiuring and 



; ; s:cr&i^i^ fhg jKybH dp mas . 



l^^lforel^lse^ventions are. distinct 
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I' " ^ e ^ od of Group l11 and the antibodies in each of Groups X; XI and Xli:ar§ relatedas V 
^d of nicking antibodies and antibodies with known polypeptide seguer^es. Thi: antibodies; 
generated in the method of Group 




J.^Mfjs ^XU;- Thus, thes6 molecules have different structures, and these indentions 
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| "J^e^ethod of Group III and the DNA molecules of Group XIII are related, as foe DNA 
r|oiejcule$ of'Group XIII encode antibodies that bind to Gas6 polypeptides, while the rhethod of 
f?!?^ Ittfe .Method for generating antibodies by immunization, The DNX molecules c j Group Xll.f 
|0^^^^ r :f he method of Group III. The method of Group ijl rnay geherate antibodies not ' 

Therefore, these inventions are distinct; 

are related, as an anybody of 
But, an antibody of Group VI may be used in 
tjp^fri^^tfrftereni processes, such as in a pharmaceutical co)rippsitior| in its o\yn right, or to 
'fij^? 1 ^ J^$P^«te "to which it binds. Therefore, these inve$iohs are : olstinpt 
I. % '\ : ^f^^ ht "b°dies of Group VI and the method of Group VIII are/related, js an anfebddyof 
y} ™y te used in ^ e method of Group VIII. But, an antibody of Grou^ VI may be used in 

\ ; olhe/i rna^lly different processes, such as assaying or purifying the polypeptide to yvhich it binds, 

Oil..];' k\:-sl-ir ■ . ■ :i' . 

^^ff^^tftj^-l^yiBntiona ara distinct' 1 

1 1 ? 1 ! ^ flNA mojecules of Group XII and the methods of Groups III, IV, Vl| VII anc -VIM are . 

ibodies (usina DNA encodina an antigenic polypeptide), a 
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ii^^^sfi^ening antibodies, a method of detecting a polypeptide, a methcid of treating 
.^nfi^scutar ot any other disease with an antibody, and a method of treating cardiovascular or 
|^y^(?r|i^se^vrth a polypeptide. These methods are not disclosed las capable of jjse together, 
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Therefore, : 



f! #^ey : ji^e_'d.Hf|rerit modes of operation, different functions, and different effects. 
| jn^^nl^ciind are patenitably 

%'i A Aw^liy; the search for any one group is not required for the : eleyen other ijroups, 
:; ^f^y*^n9.#n undue burden of search and examination. Burden lies n|t only in; the search of 
t W%%3feh^ b ut jri the search for literature and foreign patents and examination of tf^e claim 
• f f h^a|e Nhd specification; for compliance with the statutes concerning hew (flatter, distinctness 
fj$$ '$ffi-&$fr¥ elT,en1, Further, the different groups have each acquired a separate status in the 
^a^,^sshpw^ ; in:part by their different classifications. Because these inventibjns are distinct for the 
^ rl^|^?;given above, restriction for examination purposes as indicated (s cle|r|y proper. 



"I 



Applicant is advised that the reply to this requirement to be complete must include an 



e|^iior> f f ^e inyehtfon to be examined even though the requirement b| traversed (37 CFR 
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^pllbarit is reminded that upon the cancellation of claims to a non-elected invention, the 




iflVei^rship must be amended in compliance with 37 CFR 1 .48(b) if one or more of tf|e currently 
^a|^|tf. ih|e^ris is no longer an inventor of at least one claim remaining in th£ application. Any 

a request under 37 CFI| 1.48(b)[jand by the 
t^^i^^i^t^jah cjieiri37; b FR ' j- 

Any jri^uiry concerning this communication or earlier communicatibns|rom the(i;examiner 

is 571-272-2923. The examiner 
can normally be reached on Monday-Friday, 8:30-6:00, with alternate Mondays off. 
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I t i'j#^ t0 reach the examiner by telephone are unsuweiwfdl/the^mintir's iuper^rj- 
* 0||aet«hyn can be reached on 571-272-0928. The fax phone nurrTberifor the ionization 
J rtli th| application or proceeding is assigned is 571-273-8300! : : | '.. 
f : f --r; infbhT(atioh regarding the status of an application may be obtained frdmthe Patent 
i^^P^^rn^atipn Retrieval (PAIR) system. Status information fbrpubli^hed ap|nca$bns may 
l§^^^f°n1 either Private PAIR or Public PAIR. Status information for i|npublished 
I ^pfet|o|is fe available through Private PAIR only. For more information ab^ut the F AIR system, 
^^^^^mettuspto:gav. Should you have questions on access to ^e Private P^AIR system,' 

at 866-217-9197 (tolMre^. | 
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